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ANDA 74-471

MAR | 9 1998

King Pharmaceuticals, Inc.
Attention: Thomas K. Rogers, III
501 Fifth Street

Bristol, TN 37620

Dear Sir:

This is in reference to your abbreviated new drug application
dated February 23, 1994, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Nalbuphine
Hydrochloride Injection, 10 mg/mL and 20 mg/mL.

Reference is also made to your amendment dated May 29, 1997.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Biocequivalence has
determined your Nalbuphine Hydrochloride Injection, 10 mg/mL and
20 mg/mL, to be bicequivalent and, therefore, therapeutically
equivalent to the listed drug (Nubain® Injection, 10 mg/mL and 20
mg/mL, respectively, of DuPont Merck Pharmaceutical Company) .

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the Division of Drug Marketing, Advertising,
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.




We call your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and

Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

Sincerely yours,

/ ~
Douglas L. éﬁ;rn ’// PP -
Director s "/7 “¢ 5

Office of Generic Drugs
Center for Drug Evaluation and Research
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NDC 60763-001-10

NALBUPHINE
HCI

injection

10mL
Multipie Dose Vial
FOR INTRAMUSCULAR,

SUBCUTANEOUS OR
INTRAVENOUS USE

@

(L0
Pharmacedticals, inc.
istol, TN 37620

Each mL nB:ﬂ..-_wm“_o ﬂo
nalbuphine oride,
0.1% sodium chioride,
0.94% sodium citrate
hydraus, 1.26% citric acid
anfydrous, 0.1% sodium
metabisulfite and 0.2% of a

For usual dosage, read
accompanying product
information.

NDC 60793-001-10
NALBUPHINE
HCI
Injection

m0omL
Multiple Dose Vial
FOR INTRAMUSCULAR,

SUBCUTANEOUS OR
INTRAVENOUS USE

R
mgﬂ Manufacured by:
: .Wasx!._s-aﬂw_.ﬁ
0930893 | .. Sty

Bristol, TN 37620

EXCESSIVE Ll

Retain in carton until
contents are used.

UNVARNISHED FOR
LOT AND EXP

930893
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NDC 60783-001-10
NALBUPHINE
HCI
Injection

10mL
Multiple Dose Vial
FOR INTRAMUSCULAR,

SUBCUTANEOUS OR
INTRAVENOUS USE

| King Pharmacadticals, Inc.
i Brisidl, TN 37620

Each mL contains: 10 mg
nalbuphine hydrochioride,
0.1% sodium chiaride.
0.94% sodum civate
hydrous, 1.26% citric acid
anhydrous, 0.1% sodium
metabisulfite and 0.2% of a
9:1 mbawre of methyl and
propylparaben, 85
preservatives. pH is
adjusted, if necessary, with
hydrochicric acid.

For usual dosage, read
accompanying product
information.

0930893

NDC 60793-001-10
NALBUPHINE
HCI
Injection

10 mL
Multipie Dose Vial

FOR INTRAMUSCULAR,
SUBCUTANEOUS OR
INTRAVENOUS USE

¢
-, Manufscured by:
i Phanmacesicals. inc.
. ~

CAUTION: Federal law
prohibits dispensing without
prescription. Store at

can room temperalure
15°-30°C (59°-86°F).

PROTECT FROM
EXCESSIVE LIGHT.

Retain in carton until
contents are used.

UNVARNISHED FOR
LOT AND EXP

930893
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NDC 60763-002-10

NDC 60793-002-10 : NDC 60783-002-10 CAUTION: Federal taw

NDC 60793-002-10

Each mL contains: 20 mg CAUTION: Federal law Each ml conlains: 20 mg

nalbuphi loride, prohibits dispensing without - A TR ¥ o |
NALBUPHINE | minnehdocionss. | o) BUPHINE | fescpion Sures NALBUPHINE | peprnensodiae | o) BUPHINE | pescrpuon sures
HCI hydrous, 1.26% citric ecid controlled room temperaure HCI hydrous, 1.26% clric acid controlled room temperatre
Iniecti arhydrous, 0.1% sodium HCI 15°-30°C (59°.86°). anhydrous, 0.19% sodium HCI 15°-30°C (59°-86°F).
njection metabisulfte and 0.2% of a injection PROTECT F Injection | meiabisuifie and 0.2% of a Iniecti
20 c.w%_s_nﬁsﬁraﬂss o mxonmmim.“..o%:q 9:1 mixure of methyl and njection PROTECT FROM
momb | | Breavaivs pis 20 mg/mL | | Reainin caon e 20 mgimL_| | orpypmnom e [ 2o maml ]| b cr
. 10mL . n@ho.w.as_u_mshﬂg win omL Contents are E& 10mt adjusted, i necessary, with 1 contents are used.
Muttiple Dose Vial yor i ; : i : ' hydrochloric acid. 0OmL
Multiple Dose Vial UNVARNISHED FOR ° Multiple Dose Vial Multiple Dose Vial UNVARN
FOR INTRAMUSCULAR, FOR INTRAMUSCULAR, LOT AND EXP FOR INTRAMUSCULAR, FOR INTRAMUSCULAR LOTAND EXP
TTRAVENOUS USE | For usuncosag,ras st b SUBCUTANEOUS OR SUBCUTANEOUS OR
) "Mog«g‘ﬁ product OUS USE INTRAVENOUS USE H%:ﬁﬂmﬂoﬁﬂ INTRAVENOUS USE
) ormation. information. i
X3 N q
mﬂ%“_ e aicas.inc. E ﬂﬁ-vi:gw:, . Inc. E _ ‘——‘ ﬁ_ , —‘ _——‘ % s sicals ’ % K Prarmacasicals -= _ ﬁ—— ——_ = —‘ —=—
. TN 37620 . . Bristol, TN 37620 mwommm K Raza:u*-.ﬂnﬁn . Inc. R "ﬁn.qzu.;uo Inc. mmommm
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APPLICATION NUMBER 74471

CHEMISTRY REVIEW(S)




10.

12.

13.

CHEMISTRY REVIEW NO. 4

ANDA # 74-471
NAME AND ADDRESS OF APPLICANT

King Pharmaceuticals, Inc.
Attention: Thomas K. Rogers
501 Fifth Street

Bristol, TN 37602

BASIS OF SUBMISSION

Nubain® (Nalbuphine Hydrochloride) Injection;
DuPont Pharmaceuticals

SUPPLEMENT(s) N/A
PROPRIETARY NAME 7. NONPROPRIETARY NAME

Nalbuphine HCl Injection

SUPPLEMENT (s) PROVIDE(s) FOR: N/A

AMENDMENTS AND OTHER DATES:

Firm:
Submitted: February 23, 1994
New Corresp. (Meeting request): April 11, 1994
New Corresp. (Meeting request): April 29, 1994
New Corresp. (Scale-up): August 5, 1994
Amendment: August 8, 1994
New Corresp. (Methods): November 11, 1994
New Corresp.: September 14, 1995
Amendment (Chemistry & Labeling): February 1,
Amendment (Chemistry & Labeling): December 3,

Amendment: (Chemistry/Micro/Label): May 29, 1997

(Bolded item subject of this review)

FDA:
Refusal to File Letter: March 24, 1994
Acknowledgement: September 2, 1994
Letter; C.R. # 1: March 1, 1995
Letter; C.R. # 2: August 30, 1996
Letter; C.R. # #: February 14, 1997
PHARMACOLOGICAL CATEGORY 11. Rx or OTC
Analgesic (Synthetic narcotic) Rx

RELATED IND/NDA/DMF(s)

DOSAGE _FORM 14. POTENCIES

Injection 10 mg/mL & 20 mg/mL

(10 mL multiple dose vial)




15. CHEMICAL NAME AND STRUCTURE

Nalbuphine Hydrochloride
C,H,;NO, .HC1; M.W. = 393.91

hd HC I

17-(Cyclobuty1methy1)-4,5a-epoxymorphinan-3,6a,14—triol
hydrochloride. CAS [23277-43-2]

16. RECORDS AND REPORTS: N/A

17. COMMENTS

a. CMC issues are satisfactory.

b. Label review is satisfactory for approval 11/21/97.

c. Microbiological review is satisfactory 10/28/97.

d. EIRs for King Pharmaceutical and R
are pending - EES 10/28/97. .

e. Bio satisfactory, waiver granted 11/29/94.

f. Methods validation satisfactory.

18. CONCLUSIONS AND RECOMMENDATIONS

This application can be approved upon satisfactory EIR for

19. REVIEWER: DATE COMPLETED:
Donald Shostak October 28, 1997
(Revised 11/24/97 - labeling)
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NOV 2 © 1994

Nalbuphine Hydrochloride Injection King Pharmaceuticals
10 mg/mL and 20 mg/mL, Bristol, TN
10 mL Multidose Vial Submission Date:

ANDA #74-471 February 23, 1994
Reviewer: Moo Park .
Filename: 74471W.294

Review o iver R s

I. Objective

Sl T

Review of King Pharmaceuticals's waiver request on its test
product Nalbuphine Hydrochloride Injection, 10 mL multidose vials:
of 10 mg/mL and 20 mg/mL strengths. The reference product is Du
Pont Pharmaceuticals's Nubain® Injection, 10 mL multidose vials

of 10 mg/mL and 20 mg/mL strengths.

ITI. Comments

1. Formulations of the test and reference products are compared
in Table 1 as described in Section VII of the ANDA. The
test and reference formulations are qualitatively and
quantitatively identical. The firm used 5% overage for
parabens. ;

The firm did not list the formulations without sulfite and
parabens, even though these formulations were mentioned in
the package insert. i




Table 1. Comparison of Formulations
Unit: $W/V

Ingredient 10 ma/mL 20 ma/mL o -

Nalbuphine HCl 1.0 1.0 - 2.0 2.0

Sodium Citrate, : -
Hydrous Bt
Citric Acid, o
Anhydrous Bl e
Sodium Meta-
bisulfite P
Sodium Chloride -

Methylparaben
Propylparaben
HCl1l Solution

Sodium Hydroxide
Solution
Water for Injectio

2. Waiver of bioequivalence study requirements is granted for
the formulations with sulfite and parabens as shown in Table
1 . ' i .

3. The firm should submit a waiver request for the formulations
without sulfite and parabens.

III. Deficiency

The firm should submit a separate waiver request for the
formulations without sulfite and parabens.

IV. Recommendations

P

1. The Division of Bioequivalence agrees that the informatiomn:
submitted by King Pharmaceuticals demonstrate that
Nalbuphine Hydrochloride Injection with sulfite and
parabens, 10 mL multidose vials of 10 mg/mL and 20 mg/mkL
strengths, falls under 21 CFR Section 320.22 (b) of the -
Bioavailability/ Bioequivalence Regulations. The waiver of
in vivo bioequivalence study for the 10 mL multidose vials
with sulfite and parabens of 10 mg/mL and 20 mg/mL strengths
of the test product is granted. From the bioequivalence
point of view, the Division of Bioequivalence deems the test
injectable formulations with sulfite and parabens, 10 mL
multidose vials of 10 mg/mL and 20 mg/mL strengths to be -




bioequivalent to Du Pont's Nubain® Injection with sulfite
and parabens, 10 mL multidose vials of 10 mg/mL and 20 mg/mL

strengths. 7
2. This waiver is granted only for the formulations conta;n;ng ‘“?
the sulfite and parabens. g

The firm should be informed of the deficiency and
recommendatjons. _— ”

Moo Park, Ph.D. V ¢
Review Branch III
Division of Bioequivalence

RD INITIALED RMHATRE
FT INITIALED RMHATRF

Ramakant M. Mhatre, Ph.D.
Branch Chief, Review Branch III
Division of Bioequivalence

cc: ANDA #74-471 (original, duplicate), HFD-600 (Hare), HFD- 630
HFC-130 (JAllen), HFD-658 (Mhatre, Park), Drug File, ,
Division File =wa?f
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OFFICE OF GENERIC DRUGS, HFD-640
Microbiologist’s Review #2
October 28, 1997
A. 1. ANDA 74-471

APPLICANT King Pharmaceuticals, Inc.

2. PRODUCT NAMES: Nalbuphlne Hydrochlorlde Injection
3. - DOSAGE FORM R N: 10 mg/mLfandhA
.20 mg/mL, 10 mL Multiple Dose Vlals, Intravenous,,
: Intramuscular, Subcutaneous ' ‘

4. METHOD (S) OF STERILIZATION:
5. PHARMACOLOGICAL, CATEGORY: Narcotic Analgesic.

B. 1. DATE OF INITIAL SUBMISSION: February 23, 1994 L
~ (Received February 24, 1994).

2. DATE OF AMENDMENT: May 29, 1997 _
Subject of this Review (Received, May 30, 1997) %%

3. RELATED DOCUMENTS: None

4. ASSIGNED FOR REVIEW: 10/28/97

C. REMARKS: The amendment provides for the response to the
‘ microbiology deficiency in the letter dated =~
February 14, 1997.

D. CONCLUSIONS: The submission is recommended for approval on
the basis of sterility assurance. Specific
comments are provided in "E. Review Notes!..

10f2§'/q+

Andrea S. High, Ph. D.

cc: Original ANDA
Duplicate ANDA / _
Division Copy ' {D ﬁ‘7
Field Copy ’ :
Drafted by A. High, HFD 640 x: wp\m1crorev\74 -471a ’ J
Initialed by F. Fang or F. Holcombe, Jr.

b..




